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IMPORTANCE OF p52 MUTATIONS IN THE PROGNOSIS OF BREAST
CANCER

G. Bulut ', N Alabey ', M. Koyuncuadlu %, 5. Cingdz *, H. Alanyal ®, 6. Grer *,
T. Canda”, M. Sakizh '

1Dokuz Eyidi Uni., Department of Medical Biotogy. Inciralls, lzmir
* Dokuz Eyliil Uni.. Depariment of Pathology. Incirath, lzmir
*Bokuz Eylil Uni., Department of Radialion Cneology. Inciralh, 1zmir

Mutations efiminating or allering the p53 prolein funclion are the most
common genetic alterations observed In human sancers, Cells lacking normal
P53 Tunction have a seleclive growlh advantage and are more resistanl lo
ionizing radialion and some anlicancer drugs than celis wilh normal 53, Thas,
cells with mulated p53 ganes might be expected lo be clinkcally more
aggressive than celis with normat p83 genes.

This study was designed o lest the hypolhesis thal Ihe presence of »83 gene
mulations can be a progaostic faclor in breast cancer. Mutations wilhin exons
5.8 and 7 of the p&3 gene were delected by using PCR-SSCP method. Forty-
seven forralin fixed, paraffin embedded breast issue samples were obtained
lrom 23 melaslalic and 24 noremelastatic breast cencer patienls. The
frequency of p63 gene mulations in the PCR praducts of the exons 5-6 and 7
were found as 2.1 % and 8.8 %, respectively. The localization of lhe mutations
were identified by restriction enzyme digestion, One of the samples was foung
to be codon 248 mulam. The frequency of p53 mulalions in metaslatic cases
was found as 4.3 % and in non-melastatic cases as 16.7 %. !l was concluded
thal p83 mutalions can be an eady event in cancer progression and cgn be
used as a predictor of metastasis,

Alihough exor: 7 is acsepled as the hot spot region, in order 1o accurately
estimale the importance of p53 gene mutations on breast cancer prognosis, i
is necassary io detect the region between exons 5-3 which are conserved
during the evolutionary deveiopment. The clinical foliow-up of the patients and
the mutational detection of the gene is still in progress.
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THE ROLE OF KERATINOCYTE GROWTH FACTOR(KGF)

RECEPTOR AND HEPARIN PROTEOGLYCANS (HSFGs) ON

THE CELL CYCLE AND CELL SURVIVAL AFTER IONIZING
RADIATION

Atabey N', Anal O, Alanysh I, Yiice Z°, Izci (| Yiiksel F*, Sakizh M
Dokuz Eylil University, School of Medicine, 'Departments of Medical
Biclogy, *Paediatrics, "Radiation Oncology, "Haematology , {nciralty, izmir,
Tutkey

Keratinocyte growth factor (KGF} is a member of heparin-binding fibroblast
growth factor family {FGF-7) that acts specifically on cells of epithetial origin. The
biclogic activity of KGF is known to bé mediated via KGF receptor {KGFR) which
is specific high affinity cell surface protein. Heparan sulfate proteoglycans
(HSPGs) have a curicial role as a coordinator for the interaction of KGF and
KGFR. In addition, KGF's high and fow affinity receptors participate in signal
transduction pathway as well, KGF has a potent mitogenic activity on the nonnal
epithelial cells and has been found fo enhance cell survival in irradiated mice.
Heparin is also known to inhibit the mitogenic activity of KGF in ceils that express
the KGFR. These findings suggested that KGF, KGFR and HSPGs might be
imnportant & the cell cycle progression. To gain an insight into these hypotheses, we
studied the role of KGFR and HSPGs on the cell cycle and cell survival afier
ionizing radiation treatment. In this study, four different CHO cell lines:™ -Wild
type CHO cells (CHO WTC) #i-CHO cells tranfected with KGFR (CHO WTA)
and #i-CHO nsutant cells that were transfected with KGFR but defective in their
metabolism of glycosaminoglycans (GAGs) (CHO 745 €), #-CHO mutant cells
that are defective in their metabolism of GAGs (CHO 745 C) * have been used.
Each cell line was exposed to jonizing radiation and the percentage of celi
pupulation i each phase of the cell cycle was determined at various intervals after
irzadiation using flow cytometry, We established cell survival and dose
relationships for each cell line and carry out comparative analyses. There were
differences in terms of survival of cell lines in the preseitce or absence of KGFR
and HSP(s. We found that KGFR and HSPGs erhance cellular capacity to survive
jonizing radiation. Furthermore, celi cycle analysis shows an increase in the
duration of (32 arrest. These findings suggest that KGFR and HSPGs might alse
have an important task in the acquisition of resistance of human fumors to
radiation, and thus may be important in decision of therapy modaiity.
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HBUMAN PAP{LLOMAVIRUS (HPV) DNA IN UTERINE CERVIX
DETECTED BY POLYMERASE CHAIN REACTION

Atabey N', Erluzan V', Izci €, Yeérikopiu K2 Acar B, Sakizli M.
Departments of 'Medical Biology, zPatho!ogy, 3va_m:coiogy, Sechool of
Medicine Dokuz Eylitl University, Inciralty, Izmir, Turkey

The role of HPV in the development of cervix cancer has reinforced by
clinical, epidemioiogical and experimental data. The prevalence studies
viclded a range percentiles from 40-t0 100 of HPV DNA in cervical
carcinoma. This differences probably due to variation in the techniques and
geographical iocalfisation. There is little known about HPV prevalence in
Turkey. We investigated HPV prevalence in the uterine cervix cancer in
Izmir. Formelin-fixed paraffin embedded tissues obtained from 15 patients
with adenocarcinoma, 44 patients with cervical intraepithelial neoplasia
(CIN), 19 patients with squamous cell carcinonwa, | patient with mixed
carcinoma, and also tissues from 22 patients without cervix cancer were
examined for HPV DNA with polymerase chain reaction (PCR). We used L1
consensus (MYCGY/MY11) primers, HPV DNA was detected in 7 % of
adenocarcinoma, 19 % of CIN1, 14 % of CINZ, 33 % of CIN3, and 33% of
squamous cell carcinoma and 1/] (100 %) of mixed carcinoma of uterine
cervix, None of normal tissues was found HPV DNA. These data shown that
HPV prevalence in ulerine cervix cancers In our study group is lower than
literature and HPV DNA is more prevalent in both squamous celt carcinoma

and CIN than in adenocarcinoma;
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INSTABILFTY  WITHIN THE TGFF RIl GENE IN EPITHELIAL
CANCERS

'8, Kamidug, *E. Ozer, 'Z Sorean, *M, Sakizl
‘Doz Iyl Uinbversity, Department of Mudical Bivlogy. Taciradl, tznsic
Dok I3l Einivessity, Deparmunt of Patholopy, Incitlt. Sanie

Transforming. growih factor bota (TGEB) is a potend cytokine that
segulates prowth, differntiation, und extracellufar matris deposition in rEny
cell tvpes, TG stinulates growth of cefls of meseachy maf origin, whersas
inhibits proliferition uf cells of epithelial origin,

TGFR wignals by contacting two distantly related transmebrane
serinefthreonine kineses namod receptor # (FGEB-RE) and recoptor 1] (TGFp-
RINL TGS binds directiy 1o receptor 1. which is constitutively active kinase.
Bound “TGFS s then coeognized by woeptor [ which is recrited n 1o the
comnples and hecomes phosphoryfuted by receplor [1
The RI gene has tw sites ol repatitive sequances: polviA) (nuelectides 709-
Ti8) and GT repent (nucleotides 1935-1936). Insertion. deletions andéor
frame-shift mutations result in (runcated R1) receptoss.

We evaluated 41 cases ol vardous types of epithelial cancer (15 with
coloreetl, 26 with biluteral brevst caneer), for A0 frame-shift mutations.
AL mutations were not deweted in any of the colorectal cancer samples. |
out of the 26 bitatera! breast vencer samples show mutations of the R gene,
it is conctuded thit matations of the TGFB-RH gene may contribute to euncer
pathogenesis. But doos nof have 4 major roic in epithelial carcinogenssis, To
elucidate its exact contribution, extensive studies on larger patient groups
shiculd be investigated.



